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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides therapeutic fusion proteins which include a first 

peptide portion comprising a first non-heparin binding VEGF peptide 
portion and a second non-VEGF peptide portion covalently associated with 
the first peptide portion, which first and second peptide portions 
separately promote angiogenesis , bone growth, wound healing, or any 
combination thereof. Further provided are polynucleotides encoding such 
fusion proteins, vectors including such polynucleotides, methods of 
making such proteins, and methods of promoting angiogenesis, bone 
growth, and/or wound healing using such proteins, polynucleotides, and 
vectors . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides recombinant nucleic acid molecules 

encoding a chimeric transact ivator protein including a DNA binding 
domain of a DNA binding protein and a protein domain capable of 
transcriptional activation. The present invention also provides 
recombinant viral and non-viral vectors that are able to infect and/or 
transfect and sustain expression of a biologically active chimeric 
transactivator proteins in mammalian cells. Also provided are host cell 
lines and non-human transgenic animals capable of expressing 
biologically active chimeric transactivator proteins. In another aspect, 
compositions and methods for treating or preventing ischemic damage 
associated with hypoxia-related disorders are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



The present invention provides methods for promoting the growth of new 
lymph vessels ( lymphangiogenesis ) . Generally, such methods include 
administering at least one vascular endothelian factor (VEGF) such as 
VEGF-2. In one embodiment, therapeutic methods for treating lymphedema 
and related disorders in a human patient are disclosed. The VEGF can be 
provided by any suitable means including direct injection of a nucleic 
acid encoding same or an active fragment thereof. Also provided are 
pharmaceutical products for promoting lymphangiogenesis as well as a 
test system for screening compounds capable of inducing new lymph vessel 
growth . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides recombinant nucleic acid molecules 

encoding a chimeric transact ivator protein including a DNA binding 
domain of a DNA binding protein and a protein domain capable of 
transcriptional activation. The present invention also provides 
recombinant viral and non-viral vectors that are able to infect and/or 
transfect and sustain expression of a biologically active chimeric 
transactivator proteins in mammalian cells. Also provided are host cell 
lines and non-human transgenic animals capable of expressing 
biologically active chimeric transactivator proteins. In another aspect, 
compositions and methods for treating or preventing ischemic damage 
associated with hypoxia-related disorders are provided. 
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The present invention provides methods for promoting the growth of new 
lymph vessels (lymphangiogenesis) . Generally, such methods include 
administering at least one vascular endothelian factor (VEGF) such as 
VEGF-2. In one embodiment, therapeutic methods for treating lymphedema 
and related disorders in a human patient are disclosed. The VEGF can be 
provided by any suitable means including direct injection of a nucleic 
acid encoding same or an active fragment thereof. Also provided are 
pharmaceutical products for promoting lymphangiogenesis as well as a 
test system for screening compounds capable of inducing new lymph vessel 
growth . 

L' invention concerne des methodes permettant de favoriser la croissance 
de nouveaux vaisseaux lymphatiques (lymphangiogenese) . D'une maniere 
generale, de telles methodes consistent a administrer au moins un 
facteur endothelial vasculaire (VEGF) tel que VEGF-2. Dans un mode de 
realisation, 1' invention concerne des methodes therapeut iques permettant 
de traiter un lymphoedeme et des troubles associes chez un patient 
humain. Le VEGF peut etre administre par un moyen approprie quelconque, 
notamment une injection directe d'un acide nucleique codant celui-ci ou 
un fragment actif de celui-ci. L' invention concerne en outre des 
produits pharmaceut iques favorisant la lymphangiogenese, ainsi qu'un 
systeme d'essai permettant de balayer des composes capables d'induire 
une croissance de nouveaux vaisseaux lymphatiques. 
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The present invention provides recombinant nucleic acid molecules 
encoding a chimeric 

transactivator protein including a DNA binding domain of a DNA bindinq 
protein and a protein domain 

capable of transcriptional activation. The present invention also 
provides recombinant viral and 

non-viral vectors that are able to infect and/or transfect and sustain 
expression of a biologically 

active chimeric transactivor proteins in mammalian cells. Also provided 
are host cell lines and 

non-human transgenic animals capable of expressing biologically active 
chimeric transactivator 

proteins. In another aspect, compositions and methods for treating or 
preventing ischemic damage 

associated with hypoxia-related disorders are provided. 

L ' invention concerne des molecules d'acide nucleique de recombinaison 

qui codent une proteine 

de transact ivation chimere comportant un domaine de liaison d'ADN d'une 
proteine de liaison d'ADN et 

un domaine de proteine capable d'induire une activation 
transcriptionnelle. L 1 invention concerne 

egalement des vecteurs viraux et non viraux de recombinaison capables 
d'infecter et/ou de 

transfecter et d'assurer 1 'expression d'une proteine de transact ivation 
chimere biologiquement 

active dans des cellules mammaliennes . L ' invention concerne en outre des 
lignees cellulaires hotes 

et des animaux transgeniques non humains capables d'exprimer ladite 
proteine. L' invention concerne 

aussi des compositions et des procedes permettant de traiter ou de 
prevenir les lesions d'origine 

ischemique associees aux troubles lies a I'hypoxie. 
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test the influence of vascular endothelial growth factor ( 
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ulcer standardized model in the rabbit ear and to 
assay the levels of both VEGF and basic fibroblastic 
growth factor messenger RNA levels in normal and ischemic wounds at 
different intervals during the healing process. DESIGN AND INTERVENTIONS • 
Dermal ulcers were created in the normal and ischemic ears of 2 0 
anesthetized young female New Zealand white rabbits. Either VEGF 121 
VEGF 165 (30 microg per wound), or buffered saline solution alone was' 
applied to each wound and covered. Wounds were harvested at day 7 or 10 
and evaluated histologically. Twenty-four similar rabbits were wounded in 
the same manner and their untreated wounds were harvested at 1, 3 7 and 
10 days after wounding. The wounds were analyzed with reverse' 
transcriptase polymerase chain reaction. MAIN OUTCOME MEASURES : 
Histologic specimens were measured for amount of new epithel ium ' and 
granulation tissue. Reverse transcriptase polymerase chain reaction was 
used to determine basic fibroblastic growth factor and VEGF messenger RNA 
expression. RESULTS: Both isoforms of VEGF improved granulation tissue 
formation m both normal and ischemic wounds with a magnitude similar to 
other vulnerary agents tested in the past. Vascular endothelial growth 
factor application had no effect on new epithelium formation. In contrast 
to basic fibroblastic growth factor, VEGF messenger RNA levels were 
induced 4 fold by ischemia alone and 6 fold by wounding in both ischemic 
and normal wounds. CONCLUSION: Vascular endothelial growth factor seems 
to be more important than basic fibroblastic growth factor during ischemic 
wound healing. Treatment of ischemic wounds with VEGF improves the 
deficit in wound healing produced by ischemia. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides materials and methods for screening for 

and treating hereditary lymphedema in human subjects. 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



Page 1 



09/970088 



05/05/2004 



L23 ANSWER 1 OP 15 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



USPATFULL on STN 

2003 : 306487 USPATFULL 

Vascular endothelial growth factor-2 

Coleman, Timothy, Gaithersburg, MD, UNITED STATES 



NUMBER 



KIND 



DATE 



US 2003215921 Al 
US 2001-921143 Al 

NUMBER DATE 



20031120 
20010803 



(9) 



US 2000-223276P 20000804 (60) 

Utility 

APPLICATION 

HUMAN GENOME SCIENCES INC, 9410 KEY WEST AVENUE , 

ROCKVILLE , MD, 2 0850 

18 

1 

55 Drawing Page{s) 
6836 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF-2 polypeptides, biologically active, 

diagnostically or therapeutically useful fragments, analogs, or 
derivatives thereof, and DNA(RNA) encoding such VEGF-2 polypeptides. 
Also provided are procedures for producing such polypeptides by 
recombinant techniques and antibodies and antagonists against such 
polypeptides. Such polypeptides and polynucleotides may be used 
therapeutically for stimulating wound healing and for vascular tissue 
repair. Also provided are methods of using the antibodies and 
antagonists to inhibit tumor angiogenesis and thus tumor growth, 
inflammation, diabetic retinopathy, rheumatoid arthritis, and psoriasis. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF-2 antibodies, antibody fragments, or 

variants thereof. Also provided are processes for producing such 
antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF-2 antibodies, antibody fragments, or 

variants thereof. Also provided are processes for producing such 
antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF-2 antibodies, antibody fragments, or 

variants thereof. Also provided are processes for producing such 
antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF-2 polypeptides, biologically active, 

diagnostically or therapeutically useful fragments, analogs 'or 
derivatives thereof, and DNA(RNA) encoding such VEGF-2 polypeptides. 
Also provided are procedures for producing such polypeptides by 
recombinant techniques and antibodies and antagonists against such 
polypeptides. Such polypeptides and polynucleotides may be used 
therapeutically for stimulating wound healing and for vascular tissue 
repair. Also provided are methods of using the antibodies and 
antagonists to inhibit tumor angiogenesis and thus tumor growth, 
inflammation, diabetic retinopathy, rheumatoid arthritis, and psoriasis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are human VEGF2 polypeptides, biologically active, 

diagnostically or therapeutically useful fragments, analogs, or 
derivatives thereof, and DNA (RNA) encoding such VEGF2 polypeptides. 
Also provided are procedures for producing such polypeptides by 
recombinant techniques and antibodies and antagonists against such 
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stimulating wound healing and for vascular tissue repair. Also provided 
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angiogenesis and thus tumor growth, inflammation, diabetic retinopathy, 
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procedures for producing such polypeptides by recombinant techniques and 
antibodies and antagonists against such polypeptides. Such polypeptides 
may be used therapeutically for stimulating wound healing and for 
vascular tissue repair. Also provided are methods of using the 
antibodies and antagonists to inhibit tumor angiogenesis and thus tumor 
growth, inflammation, diabetic retinopathy, rheumatoid arthritis and 
psoriasis. ' 
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Disclosed are human VEGF-2 antibodies, antibody fragments, or 
variants thereof. Also provided are processes for producing such 
antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
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effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 

L ' invention concerne des anticorps VEGF-2, des fragments 

d' anticorps ou des variants correspondants . Elle se rapporte egalement a 
des procedes de production de ces anticorps. La presente invention 
concerne en outre des methodes et des compositions destinees a prevenir 
traiter ou attenuer une maladie ou un trouble, et consistant a 
administrer a un animal, de preference un etre humain, une dose 
efficace d'un ou plusieurs anticorps VEGF-2 ou des fragments 
ou variants correspondants. 
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comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 

La presente invention concerne des anticorps anti VEGF-2 humain, des 
fragments d' anticorps ou des variants de ceux-ci. La presente invention 
concerne egalement des procedes pour produire de tels anticorps. En 
outre, cette invention concerne des methodes et des compositions pour 
prevenir, traiter ou ameliorer une maladie ou un trouble, lesdites 
methodes consistant a administrer a un animal, de preference a un etre 
humam, une quantite efficace d'un ou de plusieurs anticorps anti VEGF-2 
ou des fragments ou des variants de ceux-ci. 
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antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 

L ' invention concerne des anticorps humains VEGF-2, des fragments 
d'anticorps ou des variants de ceux-ci . L ' invention concerne egalement 
des precedes de preparation de tels anticorps, ainsi que des precedes et 
des compositions permettant de prevenir, de traiter ou de soulager une 
maladie ou un trouble, lesquels consistent a administrer a un animal de 
preference a un etre humain, une quant ite efficace d'un ou de plusieurs 
anticorps VEGF-2 ou de fragments ou de variants de ceux-ci. 
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variants thereof. Also provided are processes for producing such 
antibodies. The present invention relates to methods and compositions 
for preventing, treating or ameliorating a disease or disorder 
comprising administering to an animal, preferably a human, an 
effective amount of one or more VEGF-2 antibodies or fragments 
or variants thereof. 
ABFR L 1 invention concerne des anticorps VEGF-2 humains, des fragments 

d'anticorps ou des variants correspondants , ainsi que des processus de 
production de ces anticorps. La presente invention a egalement trait a 
des methodes et a des compositions servant a prevenir, traiter ou 
ameliorer une maladie ou un trouble. Lesdites methodes consistent a 
administrer a un animal, de preference, a un etre humain, une quantite 
efficace d'au moins un anticorps VEGF-2 ou des fragments ou des variants 
correspondants . 
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ABEN The present invention provides methods for promoting the growth of new 
lymph vessels (lymphangiogenesis) . Generally, such methods include 
administering at least one vascular endothelian factor ( 
VEGF) such as VEGF-2. In one embodiment, therapeutic 
methods for treating lymphedema and related disorders in a 
human patient are disclosed. The VEGF can be provided by any 
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suitable means including direct injection of a nucleic acid encoding 
same or an active fragment thereof. Also provided are pharmaceutical 
products for promoting lymphangiogenesis as well as a test system for 
screening compounds capable of inducing new lymph vessel growth 
L ' invention concerne des methodes permettant de favoriser la croissance 
de nouveaux vaisseaux lymphatiques (lymphangiogenese) . D'une maniere 
generale, de telles methodes consistent a administrer au moins un 
facteur endothelial vasculaire (VEGF) tel que VEGF-2. Dans un mode de 
realisation, 1' invention concerne des methodes therapeutiques permettant 
de traiter un lymphoedeme et des troubles associes chez un patient 
humain. Le VEGF peut etre administre par un moyen approprie quelconque 
notamment une injection directe d'un acide nucleique codant celui-ci ou 
un fragment act if de celui-ci. L' invention concerne en outre des 
produits pharmaceutiques favorisant la lymphangiogenese, ainsi qu'un 
systeme d'essai permettant de balayer des composes capables d'induire 
une croissance de nouveaux vaisseaux lymphatiques. 
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ABEN Disclosed are 


human 


VEGF-2 polypeptides, 


biologically active, 









diagnostically 



or therapeutically useful fragments, analogs, or derivatives thereof 
and 

DNA (RNA) encoding such VEGF-2 polypeptides. Also provided are 
procedures for 

producing such polypeptides by recombinant techniques and antibodies and 
antagonists 

against such polypeptides. Such polypeptides and polynucleotides may be 
used 
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ABFR 



therapeutically for stimulating wound healing and for vascular tissue 
repair . 

Also provided are methods of using the antibodies and antaqonists to 
inhibit 

tumor angiogenesis and thus tumor growth, inflammation, diabetic 
retinopathy, 

rheumatoid arthritis, and psoriasis . 

Cette invention a trait a des polypeptides du VEGF-2, a des fragments 
des analogues ou des derives de ceux-ci, biologiquement act if s et 
des plus utiles en matiere de diagnostic ou de therapie, ainsi qu'a 
de l'ADN (ARN) codant ces polypeptides du VEGF-2 . L ' invention porte 
egalement sur des procedes de production de ces polypeptides, 
utilisant des techniques de recombinaison, ainsi que sur des ' ant icoros 
et des 

antagonistes de ceux-ci. Ces polypeptides et polynucleotides peuvent 
avoir une utilisation therapeutique, en l 1 occurrence pour stimuler 
la cicatrisation d'une blessure ainsi que pour reparer un tissu 
vasculaire . 

Cette invention concerne, de surcroit, 1 ' utilisation qui est faite 
des anticorps et des antagonistes susmentionnes pour inhiber une 
angiogenese 

tumorale et, partant, une croissance tumorale, ainsi que pour traiter 
1 1 inflammation, 

la retinopathie diabetique, la polyarthrite rhumatoide et 
le psoriasis . 
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Disclosed are human VEGF-2 polypeptides, biologically active, 
diagnostically or therapeutically 

useful fragments, analogs, or derivatives thereof, and DNA(RNA) encoding 
such VEGF-2 polypeptides. 

Also provided are procedures for producing such polypeptides by 
recombinant techniques and 
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antibodies and antagonists against such polypeptides. Such polypeptides 
and polynucleotides may be 

used therapeutically for stimulating wound healing and for vascular 
tissue repair. Also provided are 

methods of using the antibodies and antagonists to inhibit tumor 
angiogenesis and thus tumor growth, 

inflammation, diabetic retinopathy, rheumatoid arthritis, and psoriasis 
ABFR L' invention concerne des polypeptides humains du facteur de croissance 
endothelial vasculaire 

2, des fragments, analogues ou derives de ces polypeptides, actifs sur 
le plan biologique et utiles 

sur les plans diagnostique et therapeut ique, ainsi que 1 'ADN (arn) 
codant ces polypeptides. 

L' invention concerne egalement des procedes de production de tels 
polypeptides a l'aide de 

techniques de recombinaison, de meme que des anticorps et antagonistes 
diriges contre de tels 

polypeptides. On peut utiliser ces polypeptides et polynucleotides de 
maniere therapeut ique pour 

stimuler la cicatrisation de plaies et dans la reparation de tissus 
vasculaires . L ' invention 

concerne encore des procedes d ' utilisation de ces anticorps et 
antagonistes, destines a inhiber 

1 'angiogenese de tumeurs et done la croissance de celles-ci, 
1 ' inflammation, la retinopathie 

diabetique, la polyarthrite rhumatoide et le psoriasis. 
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(FILE 1 HOME ' ENTERED AT 18:18:15 ON 05 MAY 2004) 

FILE 1 MEDLINE/ CAPLUS, SCISEARCH, BIOSIS, US PATFULL , PCTFULL 1 ENTERED AT 
18 : 18 :32 ON 05 MAY 2004 



LI 51817 S VEGF 

L2 1786 S (PRODUCTION OR PRODUCE OR FORM OR FORMATION OR GROWTH) (S)LYMP 

L3 5 S LYMPHOSCINTIGRAPHY (S) ASSAY 

L4 5 DUP REM L3 (0 DUPLICATES REMOVED) 

L5 261 S RABBIT (S) EAR (S) ASSAY 

L6 17689 S LYMPHEDEMA OR LYMPHANGI ETASIA OR LYMPHANGIOMA OR LYMPHANGIOSA 

L7 85 S LI (P)L2 (P)L6 

L8 9 S LI (S) L5 

L9 7 DUP REM L8 (2 DUPLICATES REMOVED) 

L1 ° 711 5 S (ADMINISTER? OR ADMINI STRAT? OR GIVE OR DOSE) (S)L1 

Lll 113 S L10 (P)L2 

L12 40 S L10 (P)L2 (P)L6 

LI 3 2 S L12 AND (L5 OR L3 ) 

LI 4 2 DUP REM L13 (0 DUPLICATES REMOVED) 

L15 394 S L1(S)L2 

L16 116 S LI (S) L6 

L17 42 S L10 AND L16 AND L15 

LI 8 41 DUP REM LI 7 (1 DUPLICATE REMOVED) 

L19 1200 S VEGF (W) 2 
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